graph showed an additive effect rather than a synergistic effect of the aspirin 
and vitamin. 

On June 2, 1994, the Examiner granted the undersigned a telephone 
conference for which Applicant thanks the Examiner. During that telephone 
conference, the undersigned noted that the lack of clarity in the graph was as 
a result of faxing the graph to England for the signature of the Affiant, Dr. 
Larry Hollier. Applicant suggested that a more detailed graph be submitted 
so that the Examiner could see the actual synergistic effect of Applicant's 
combination. Accordingly, Applicant submits herewith a full color graph 
attached hereto which graphically shows the relative risk reductions 
associated with aspirin and vitamin use for men, taken from Table 3 of the 
application. 

The graph plots the information on the attached table which shows the 
change in relative risk reduction of heart disease in men taken from Table 3 
of the application with 1 as the base line for men using neither aspirin nor 
vitamins. As can be seen from Table 3 of the application, men who use 
vitamins alone showed a .02 increase in all deaths. Since there was no 
relative risk reduction, but instead a relative risk increase, the attached table 
shows a negative change of .02 for all deaths for men who used vitamins only. 
Similarly, Table 3 shows a relative risk of all deaths for men using aspirin 
only as 1. Since 1 is the base line, the accompanying table shows no change 
in relative risk reduction for all deaths for men using aspirin only. 
Accordingly, the anticipated combination of the use of vitamin alone and 
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aspirin alone would be a negative .02 (.02 + 0), that is, a relative increase in 
all deaths anticipated for men taking both vitamins and aspirin. 
Accordingly, it would not be obvious to one of ordinary skill in the art to use 
such a combination to combat all deaths, when such a combination would be 
anticipated to increase the number of deaths. Table 3 shows, however, that 
the actual relative risk reduction for men using both aspirin and vitamins is 
.91 which is a change of .09 from the baseline, which translates into a .09 
change in relative risk reduction as shown in the attached table. 

This information can be seen from the first set of columns on the 
attached graph which shows, for all deaths, a slight decrease in relative risk 
reduction for the use of vitamins only, no difference for the use of aspirin 
only, an anticipated slight increase in relative risk for the combination of the 
two, and a substantial relative risk reduction for all deaths for the actual 
combination of vitamin and aspirin. Similar results can be seen for all 
deaths, total cardiovascular deaths, myocardial infarctions, ischemic heart 
disease, and other heart disease. The graph clearly shows that the 
anticipated combination, that is the anticipated additive effect of vitamin use 
combined with aspirin use, is far less than the actual synergistic results from 
the combination of vitamin and aspirin. Accordingly, the combination of 
vitamin and aspirin shows a marked synergy far in excess of even the 
anticipated additive effect of vitamin use with aspirin use. 

Based on the foregoing, Applicant respectfully submits that its claims 
11-26 show a distinct synergy not anticipated by the individual effects of the 
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separate components. Applicant submits that claims 11-26 are, therefore, in 
condition for allowance at this time, patentably distinguishing over the cited 
prior art. Accordingly, reconsideration of the application and passage to 
allowance are respectfully solicited 

Applicant will follow up this Communication with a telephone call to 
the Examiner to address any questions or concerns the Examiner may have 
in interpreting the attached tabular and graphic representations of the data 
from Table 3 of the application. 



a gOTlgPlft! , hereby certify that BROWN, KOEHN & SHORS, P.C. 



Respectfully submitted, 




Brett J. Trout 
Registration No. 37,250 
Kent A. Herink 
Registration No. 31,025 
Brian J. Laurenzo 
Registration No. 34,207 
DAVIS, HOCKENBERG, WINE, 



CERTIFICATE OF EXPRESS MAIL UNDER 37 CFR 1.10 



this correspondence is being deposited with the 
United States Postal Service 'Express Mail Post 
Office to addressee" service under 37 C.F.H. 1.10 
on the date Indicated below and is addressed toe 
Commissioner of Patents end Trademarks, 



666 Walnut St., Suite 2500 
Des Moines, Iowa 50309 
Telephone: (515) 288-2500 



Washington, D.C. 20231. 



ATTORNEYS FOR APPLICANT 




-4- 



KREAMER.XLS 





All Deaths 


Total Cardi 


Myocardial 


Ischemic 


Other Heart 


Stroke 




Vitamin 

V llul 1 Ml 1 


-0.02 


0.08 


0.14 


0.05 


-0.46 


0.34 




AsDirin 


0 


-0.09 


0.12 


-0.4 


-0.52 


0.48 




Anticioated 


-0.02 


-0.01 


0.26 


-0.35 


-0.98 


0.82 




Actual Co 


0.09 


0.41 


0.42 


0.54 


-0.03 


0.66 





































































































































































































































































































































































































































































































































































































































































Page 1 



